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(11) LH-RH ^^#:7ii^^S 
5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 

Y^iDLeu, DAla, DTrp, DSer(tBu). D2Nal ^feJJ DHis (ImBzl) ^^L. 
ZtiNH-CjHs^fcttGly-NHj^^T. ]T^^n-5^7°5^ (3) mtm 

(12) m'^W(Dmmo)ti)v-^^i^)immf}m^W(Ds^&nm (^*^a) &tc 

(14) ^MM^tltf > LH-RH mmW^fz\t^(D^i)^ 1 4 % (w/w)?&^ b 2 4 % 

(w/w)^w^n^ii (13) 

(16) t^Mmr^^m ( 1 ) iMfB«c(D^i^tMfiKtl. 
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(2 8) :tSStt^y^K<7)h HD=^S/:h7 hX^:^^^WLT>^j:-5^ifettffl 

15 ^etc, ^^m\t. 

(2 9) k h*D^ ->::)- 7 hx^^fc«^©i^(DiS'&*75t^31^i4^7°^H^fc 
(28) ^IBI^(Z)^S![MfiK^, 
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H75^*^ff^L'<v :5^'?»)I13 3 0 0~*tl4 0, 0 0 0, $f^b< Ji*t)4 0 0~I*J3 
0, 0 0 0, $e>lC»SL<tt*1]5 0 0~*^2 0. 0 0 0 ©^Ji?Stt^7'5" K 

H-RH) , <>7.U>, y7hX^5^>, ^S*;V'^:>v fiKS*:;!/^:^*^^! 
4^;1/^:>(GH-RH) , >'D^i:7^>. xU7.P7i^-1* X^>. ©JW^SK^-Ol/^ 

:iiJU'>hx>, ;y7>hU>, -tl^l/5">. A°>^U:t1f-<5>> □l^vT.h^^^ 

m^mf-. pnx-ij§SB^, ^5'u>, ■r'r/;u7^>, 3}^>^v>, ~=l 
-ot->'>>, -t;n/-r>, :/^s;+x>, >L^Mtt:^h u-^AWtiiPS^, 
ttSfiXfis^. M^«a^, x>H-feu>SiHf^ffl^#t-^ 
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Lu-RHmmi^^rz\t't(D^(DMmthxit. m^it. hu-h7^>N 

r^-fX GnRH 7i-n^ : nyhyn-yx 7>H A-7.^^x<:/ 
25 (Treatment with GnRH analogs: Controversies and perspectives) [/tjl/x 
y> /\*^U>y->>iy (^) (Tlie Parthenon Pub! isliing Group Ltd. ) 



BNSOOCID: <WO.. 9996099A1_I > 



wo 99/36099 PCT/JP99/00086 



tf 1996 ^] > i}t^¥3-5 0 3 1 6 4#§l¥3 - 1 0 1 6 9 5^. 

IW|7 - 9 7 3 3 4^^^ZJ^mS-2 5 9 4 6 0 #^^7^C<!: HEtfe^tlTV^^^ 

LH- RUmmWtLXit. LH-RH7:3*-7. h^fc}iLH-RH7>iS' 
5 d[~XV:^mifibn^f}^. LH-RH7 ^=.7. htLX\t. MPiit. 

^ cn 

X-D2Nal-D4ClPhe-D3Pal-Ser-A-B-Leu-C-Pro-DAlaNH2 

i^^. Xtt N(4H2-furoyl)Gly tfcliNAc S:, Al^NMeTyr, Tyr, Aph(Atz). 
NMeAph(Atz)7!)^^3iJi*n^?^S^, B« DLys(Nic), DCit. DLys (AzaglyNic) . 
10 DLys(AzaglyFur), DhArg(Etj), DAph(Atz)43ci;Z/DhCi f)^^m\fn^Bm^. C 
«Lys(Nisp), Arg S^c(ihArg(Etj)^^n^'n^-r] X'^t>-^tl^^MfS^^ 

5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 
15 i"^^. YJiDLeu, DAla. DTrp> DSer(tBu), D2Nal :fe J:ZJ^DHis (IinBzl)7!)^?>j 

jfn^^s?:, z « NH-CjHs ^fc« Gly-NHj ^^-^n-^^n^T) T^t^^n^^ 

T^^^y^^ K (BP"^. S-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-CjHj 

N(4Hrfuroyl)Gly : N-xh^h KP7P-f;W^U '>>?^ 
25 NAc : N-7-k5^;i/S 

D2Nal : D-3-(2-:^7^;i/) 7^->i^ 
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D4ClPhe : D-3-(4-^DD) 7x— ;U7^ — >?^; 
D3Pal : D-3-(3-t!Ui^;U) 7^:^>?S: 

NMeTyr: N-;<?;i/^P v>^i 
Aph(Atz) : N-[5'-(3'-7^y-rH-l'.2'.4'-hU7yU;l/)]7x-;i/7^ 

5 ZLy^%m 

NMeAph(Atz) : N-;<^;U-[5' -(3' -7^ 7-1' H-l' . 2' . 4* - h U 77 U Jl-)] 7x 
-;i/7^->i 

DLy s (N i c) : D- (e-N-:n n 5^ / -f U ; 

Dcit: D-xhJl'U^^i 
10 DLys(AzaglyNic) : D-(71f v';i/-=l5^/'r ^l') U v>?5; 

DLys(AzaglyFur) : D-(71f ^^U vJU^^inJU) 'J i 

DhArg(Etj) : D-(N. N'-vX5";U)3}^^:7;i'=¥->^: 

DAph(Atz) : D-N-[5"-(3'-75 7-rH-r,2'.4'-h'J77U;W] 
7x-;i/7^->^; 
15 DhCi : D-7j^^5>S;i/U>J^; 

Lys (Ni sp) : (e-N— T V T'o tf;U) U v ^ 

hArgCEtj) : (N. N' -i^X^;!/):;^:^ 7;l'^->i 
^(Z)te7^y^{3||L> Iii§-^-IrS^T§J®-&. lUPAC-lUB n^y^ysy-^ 

y • A<:^';r5:^j;i' • J — l/-— 5^ ;l 7— (Commission on Biochemical 

20 Nomenclature) (3-D tf7> • ' * ^^'"^^^^^ ^ 

(European Journal of Biochemistry)^ 138 #, Q'-STM (1984 ^) ) 



25 *!^0J^cfflVibn§llH□4^->:^7 hx^tt. :^7:$'^'>(^^7^J:^^^^I i-^ 
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-:f7hx^(^ii ( pKa = 2. 7 0 8, -fb^^K S^^in, B^it^^. 
0gfP4 4^9^ 2 5 B^tf) (DPf-^^^^nx\^^^^^. k H D + 3 
aomtt#:©pKa^itget"'2)C:i(C<:fc-DTWffl7ia^*tt#e>n^. ■ttj.t)-^ 
m - 1 H □ '>^m#^ <h p - t H □ 4^ v-SEM © P K a J!JJl±T' S ^ © 

d^LTo-h HD:lF->^mM (it U ©pKa (=2. 754) H 

(1) k Ho^'>:^7 hx^co^7jcW«IS?§«ll:^Stt^^>5S^:^^Atc 
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zj^ij (a-->7y7^ UiPS^XXxJU) nj:t*7!>W^UVio $e)tC»Sb<^i, 

m^Kit lt*tJl 0 0/0~*^4 0/6 0;&^*$f^L<, 0 0/0- 

|fj5 0/5 075^'J:D»^bV^o «]t/i>U 0 0/0T"^5?L^4^^#U 

D-#/L-'(*: ('E)V/'e)V%) 7&5*1J7 5/2 5~?^D2 5/7 
5 0ieffl(Dt)O7!>^*i!?tbVi. C:(7)D-#:/L-'(*: (^;i//^:;P%) tt, 
60/40 30/7 0 (0^m(Dh(DM^-^n^o 

U r^Lm-^Un-^uM-^^^j OS*¥i^5^'^^*tix *U3. 000 

~*^1 0 0. 0 0 0, ^if*L<tt*D3, 0 0 0~$^6 0, 0 0 0, $blC$?^ 
L<ra3. 0 0 0~*^5 0, 0 0 0. mztif-^L<\tm2 0, 0 0 0~*<J5 
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0, 0 0 oot)©7i^*ffiiibn^o 

5 &:mm (^^A) ^fcO®^ID2 0~*D1 0 0 0;ii mol (T-T^^o^jU) /{)tjff 
SL<^ $e>lClil^4 0~|^1 0 0 0 w mol C^^^u^M ^m\ZBt.L\^\ 

i^^^M-f)^ 1. 110, 000. 707, 000, 455, 645, 354, 
000, 189, 000, 156, 055, 98, 9 00, 66, 437, 3 
10 7, 200, 17, 100, 9, 830, 5, 8 7 0, 2, 500, 1, 30 
3, 5 0 401 5S^©mi5^tS[5l^'JX5^l/>^S«MtUTy;Wt-5X- 
->3 >^P^ (GPC) Ta'J^Lfc3}^'JX5^l/>m^©:9'^«*3 

^zsntai^tcj^Wim^^'^Oo mmt. m^GFcmm (^v-m, hlc-s 

12 0GPC, ^iii:^^\t7ri^m^mz^^) , G P C:^ ^AKF 8 0 4 L x 
1 /m i nH^idZ-t^Oc 

20 U;l' (v/'v = 4/9 6) ^g^2m 1 {Ijg^L, 0. OlM o--hn7x 
-JUt K^v>:^^:^ (ONPH) ( 5 N:^^/7-fe h::i K UJl^/X^ 7 
-;i/=l. 02/35/1 5) 2ml<i:0. 15M l-X5^;i/-3- (3- 

i^/5^;i/T= yyptf;u) H:^^mM (tru v>/x^S'y- 

;U=4 v/9 6 v) 2ml ^m^X40X:X3 0 :5^SJtS^i±;fc'#^Si^@iT 
25 ^. (40) Lfc^, 7-fehxhU;U2mlT-j§^L, 0. 5mo 

1 / 1 (Dx^ yf-)i^7mitti^j^Ammim i ^jnAxe o'c-Tr3 o^.sj£^ 
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5N7i(.miti-h^)'y2^,7mW.^^MtLX5 4 4nm^ytmA (/cm) 

m Cmo \ /L^T)lti')m^X^t^^ ^fcONPH^^;Hk?iTDL-?L 
m\iVy>^\^tLrztt(D5 4 4nin^%B.^ B (/cm) tt^tt. S 

[COOH] (mo 1/g) = (AYC) / (WB) 

m^fk'&7)in~)v\i7mittj^)^Amuxt))vt^=^>')vm'^m^Lxi^tb^z 
^x$>^o z.(Dmz. fiWsi m7L\t. ^ttn^Ai.) mi^^mmmmo^W}?^ 

^^*/{>^'*D 2 0, 0 0 0 5 0 , 0 0 0 T\ vJUSft?!;^'!^ 
30~lt)95Mmol/g, ^^?*L<^i*U40~*t)95/imol/g. J:D$f 
^L<«l^5 0~$D9 0 Atmo 1 /gT'$)^^U« (^J, D-«. L-?L 
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mmuymm'^ mmm& 1-28521^) fe^vi^^^^^K^^'jnu k 

^(0^^vX7.x;i^'fb^«^;O^^.Og4JI^fflVifcr?^^a'& (Encyclopedic 
Handbook of Biomaterials and Bioengineering Part A: Materials. Volume 2, 
Marcel Dekker, Inc. 1995 ^)T^)it:-#^o ±SEa)^^<7)^^S^:^ffilC J; 

T^^^^t\tmh>U^^-^^. M^\t. EP-A-083952 5-^{C|2®©»$> 

(^Ffl^lfilMMzKa^^'&S. it#^0S6 1 -2 8 5 2 
15 D-%m tert-^5^;U. L-%m^>i^)VU^) ^Tzittl )V:^^'y)Vmi}mm 

^nrz\i\^u^i^i^ti)vt^>mnMW ^jvhuymi^^y'yjv. 2-t 

:^;i/4^4^v;PS (-COOH) y{>?7SH (-CONH2) -fb^fcJixxx 

;i/ (-C00R) i\:'^nxi^^^}i\^n^zy:t])\^t^>i^mm^uE^^mf'bri^ 

tji-^^xh. (-cooh) (-coor) 

25 ZZXX.Xy-)V\Z^n^RtiyX\t. X5^;k n-ynt! 

;i/, -ryyotf;!/, n-y^;u. tert-7*5^;u/j:<i:(DC,_67;i^^;us, {^y^ 
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- :^ 7 - C 1 . 2 7 JU^^JUS^'cf £ 0 C 7 _ 1 4 7 7 ;U^;i'S7^j: <J:;&^fe tf ^. 0 

y^vy. & — rjtizfuyCf vy. &-y=^)V- ^-nvuy^ vyuE) . 

^hy id -j-^uuy^ hytiE) > 7^my^hy is -ti-y'ny^ hyti. 
a) . ^-'y^^'&yy. \,%-v:^^-\L^'^y-2-^yuEti^h\i^n^. 



x^;i'. n-7°Dtr;b. -rvyntiJK n-y^;l/. t -7'^;U75:c!:(DCi_6 

fci:^ti^J7*U3U h\ l-yC=^V. D-^^^H, DL-^^5"H\ 
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mr^i^m mxiit. ^>-tr>, h;ux>, ^i^uy. x;^7'j>. z^^^^jvt^jv 
1 0 o~3 0 o*CT'*o, mmm^om'^. 5 o'ct$)0, s;t^ 

20 mmxh^o KJt^mt. 'Z^^x$>n\mmm^^^mmfmm m^\t. 7± 
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t^y^i^. EP-A-083952 5mzmm(D:ijm^tcit^n\zm\:^rz:^mz 

il3tS m^^t. wo 9 4/ 1 5 5 8 7^^^#m) T^igT#^o 

20 • ^tz. mmM'^'^(Dit^mmm\z^^xMm'&mmoti)it^^y)vm\zLrz% 

^-^\)Zi-)VmM'tW\tMpiif^-^)>:^- -iyyjWs^A (Boehringer 
Ingelhcim KG) f)^i^-i^Wi-^tiX^^^h0^m^^Xh^^\ 
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( b ) ±U(Dti)vt^^ '»im^^-r^ ±i¥[H^mikt^ u -^-^^mmmizmm 
m. mu^) omm^ m^it. mm^. t^b 

<\,tmo. o2~*t)4oa»%> cJ:o$fSb<«*tio. i~3os«%, m% 

^aStt^y^H «St; (A) tm-r^) <htiHo+->:^7 hxg? (^H (B) 
i:*i;1-i>) t(Dm.^t^LXti.^W.m^m^!^(Dm'^. (A) (h (B) ^©4^ 

0mznvx. (A) 0aait«i^*?j5~5iiU9 oM*%, ff^L<m^io 
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-^n^^y^i^-ofz^tL xnt>n^-^^. ^m'^mui^^ :t>mtLx \t±.m 

9im\z^'f^o hVu^i^i-y hJ:^(DvKait. 3-hKo:^->- 
2-i-yhJim(D^n\t2. 7 0 8 at^MK Si^i^n, B*^b^#, esfn 

(=3. 86 sfc« 3. 83)^&sistc, mmmmx\z^^^mji^^)i=^-mtmm 

Ji5icJD^>tlT*3 0fiJfflT^:i(i:7!>^'T-#^ (Table 4.1 in "pKa Prediction for 
Organic Acid and Bases". D. D. Perrin, B. Dempsey and E. P. Serjeant. 1981) = 

ApKa (OH) =-0. 9 0 
ApKa (XXx;U^^) =-1. 7 

pKa = pKa (M^rc«^^U=]-;Hl)-ApKa (OH) + ApKa (XX 

x;u^^) =3. oesfcfis. 0 3 

^5lcJe)bn^o i»£oT, hHD:^->:f7hxm«M (pKa = 3. 8 6) , 
^'Jn-)Vm (pKa = 3. 8 3) , ^ bH«M-^^U □-;i/M:tU nfv- 
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(I) M^mm 

(i) o/ws 

^□□/}^;i.A. V^uu:L^y. Y\)fpuux.^y. mMW<MW) > x— x 

15 (^«J^ x5^;ux— -ry7'ptr;i/x-5^;u^) , HiMxxx;K^«j, 
yuym) , 7;i/:3-;i/^ m^iit. x^y-;u, , 7-thx 

25 □□^^><!:x^y-;ut(7)?gw«5i4'©x:$'y-;K7)^W$tt, -J^Wic 

0 l-^^S 0%(v/v). ctD^if^L<fi$t)0. 0 5~*^4 0%(v/v) , ^ 
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\tm 1 0 B^'^ 2, 0 0 0 {^t!)^ e))ifin§, 

if. 7:=-t>^nmfSm\ UU^ym-Th^JOA. X7^7'J>^-^-hU':>A. 
V;Hf ^S'Vligtei^xXx;!/ C^y<->(Tween)80> :y-r->(Tween)60. Th^ 

:^A"f:7y-a) . ifs\)-t^iyx.j-vy\L-^ymmMW chco-bo, hco-so. b 



1 I > 



wo 99/36099 



PCT/JP99/00086 



25 



10 



15 



20 



mo. 0 5 5 



5 7i^l^W.tVfz 



^1 — ;k yjutii — x^uvi — )vmo/sm7)VD-)vmuii-^^M^^<bti 



25 -7;l'^->:?>W^tVi. 
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fc^. -7^ ^ atiy'-t)i^(Dmm\zHMLx^^^m^(D^m^^m^rc\t't<D 

m m. n-yy.^-j-m') :^cj:<i:cD7jcj^tt#M, ^^)yyfs.}i(T^y ^ jn.. y 
h-)umMx$>^o. 
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^L<\tm2 4 b#Fb^~iij 1 2 0 mm. v < \tm 4 s mfB^--m 9 e ^PpI 
mi}m^^-^mtLx\t. mx^t. mi^m. ^mm^rz\t^)\^y^ 

(ii) W/O/Wfe (1) 

BuiE (I) (i) m\z$^ntmmx$>^. ^i^c^MM^fflVi-s^^ 
^(Dmm(DAmt. fiis (d (i) m\zt^m.tmmx^^o 

:i © ^ tTn ^ V ^ if - ^ /c o:^?* T-?Lifc L , w/ o X 

25 ^<Z)i^4Di:t>'^#:|^5^Mti#U-7-^}t«^©i^7&^e>fig^W/OXx';i/V3 > 
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n-7mwmt-i^m\z\tm^wi^(D%^i's^--'i^io, ooo^. cto^fSK 

^itiillB (I) ( i ) JMlclH«<h|WHtT$^. 
(iii) W/O/WS (2) 

tiiB (I) (i) -mzumtnmr^^^. tiFD^^v 

7Ki:7;U3-;l'^ ^iS'7-;U, Xi«7y-;i/l?) /j:<i:i:ro?g?ig3 2:f^^T 

^31S5tttlM^fc«^®:^©^MSK-^6^lC«0. 0 0 Img/m 1 ~ 
lOg/mU ckOi!fSb<ttO. Img/m 1 ~5 g/m 1 TMlc:^*b< 
\t \ Omg/m 1 ~3 g/m 1 
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(D:^mX'%itL. W/0X-7;i/V3 >$J^fi)c^ii-^. 

5 10~10. OOOcpT, ^(f^t<«IDlOO~5, 000c pT^.^. $ 
ib\Zttft.L<\t^^^5 00-2. 000c pT$>§. 

^7jct@4'iitp^. w (i^7jcis) /o / w (^TKffi) x-7)Viy3y^m^ 

OOOig, ctD^jF^U<«*^5jg~*1]5 0, OOOm, ittH^if S U < miJ 1 0 

fg~**) 2 , 0 0 0 e>iiJin§. 

15 fe«Mt2(I) ( i ) ^IcIBmtlWlliT'^^. 
(ID *g^^fe 

@{b^-ti:-g)c ^□7iz:;l^^-v3>^JfiW#:«<^*^0. 01-1, OOO^g, 

itf^L<\tmo. 0 5--5 0 Oi^. mztt^-^L<\mo. l~2 0 0|g;^^e>il 
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43 J; U T - ^ «^ (D:^7i^ >btj.^ M^tli^^O n 7 iiJU^- 

>'3>^J^^I^>St, MEE^^iT^o hL<it. MIB (I) (i) ©7K'1^^}i 

(III) iSS^^^S 

m/X)itLx\t. m^it. ~mwyx)m, m:^yx)vm, muy'^x^m 
xtzm.tmm(D:^mx^^^n'Dtcmzi^m^m. ^>^\zmumL^LxhJ: 
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( I V) 2 7.x'yyti 

W«ii^bT«. MIB (I) (i) iCfBm^R+iT^^o ^tzM^m^m^ 

fflvi^ii^icti, ^(DM(7)it^«> MiB (I) (i) m\zmwi.tm^'(!$>^o 

^PD;iN;i/A. v^POX:$'>, hU^oDX:$'>, n'ski^^MW) . x— r 

x5=-;i/x-x;i/> -rvypt!;i/x— , fl§tei?xxx;K««J, 
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mtwrm (I) (i) ^tcE«£^lRl#T$)^o 

;i CD cfc b T# b nfc T -f ^7 P X 7 X 7 ^i^'L^5^^ ^ «ii jgi L T^}-^ b 

iPiaBtral ft -7 ^ P X 7 X 7 O iT'j: ^* l:: o TMt'j: ^ t) O , -^6^ ttT 

-f ^px7x7g^7&^^m^cDiag{c)iLfc^. 2mm-mi e sp^r^i. » 
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^L<itm2 4 1 2 0 m^^ mz^^ v < \m 4 8 mm^m 9 e mm 
5 Mta^^^s<hbT^i, mx\t. w.i^m. ^mm. ^W}W^rz\t^)v>^ 

10 ^/^^'SM^n^. 

(V) ixx^yji 

m^mmmtLxu. mm n) (1) ictB^tiwuiT'^s. ^fc^gM^ 

^©M^otb^H, ME (I) (i) ^tclB^tlUiiT 
20 7Kffi4'lcm. O («) /w (TKffi) x-7;i''>3>^?^fiK$-&rc^, 

mz\mmm(Dm 1 f$~*u 10, 0 0 0 ^Ditf^L<\tm5 m^m 5 . 
0 0 ofg, 4t{cff*u<rai o{g~*^j2. 0 0 ofg7&^5.jiJin^. 

25 m\tm'd.i\vm^zmmtmmx$>^o 

*^0^co#jicttffl^ti^i. v-r^ 0X7x7, ■7'r^D:^7°ii;i-, 
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V^-y (Tween) 80. HCO-60 I^OMSfej^J, tTJUP >^:f h U O'A, ti 

0. l-SOOjiim, $f^b<ti^O. 5~1 5 0 /zm(DlSH. ^bfC^^U 
< 1 e> 1 0 0 MincDiSfflT*^. 
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5 V<\t. J^A \ A'^fcKfmo. 0 lmg~l Omg/k g#:fi(D®H, -^^iz 
$?^L<mtlO. 0 5mg~5mg/k g#:S(^leH;^)^e>3il:ji-5<;i<i:7&^'T# 

0 5mg~5 Omg/k g#S(7)tBffl. ^ 6tI^F*b< ^liltO. lmg~3 0 

10 m g / k g wM(Dmmf}^^^^msz. t^^x-^^o 

^^^mt. ^mm\z i i i ^tz^tm^in m. 3*^, 4 

m) mu^tLxm^^^^t-^^x^^o ^b^, ^^)V'E>$m^\ix$>^-^^ 

^:itf)^Xt^o 

25 
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N- (S)-Tetrahydrofur-2-oyl-Gly-D2Nal-D4ClPhe-D3Pal-Ser-NMeTyr- 
DLys(Nic)-Leu-Lys(Nisp)-Pro-DAlaNH2 (Jt^JlT^T^^ H A iB§t2-r^) (Dmm 
m. (TAP^tili) 3429.601 ii^ZSS -t}^U^i^- 2 -±y hxm (Wt^MM 
XMM) 685. 2ing ^X^J'y— ;H5inl IZ'i^Mbtzo 




mLm^^tz 0. n(w/w)3i?'j t*-;P7;m-;i/ (eg-40, B:^'^mt^m) 7j< 

}§?S400inl 4't3aAbx iS'-t:>^4^^ 54^1^— S:fflViT 8. OOOrpm TMi^bO 
l/iTlSiiL. (05PR-22, Bi^f^m) <5:fl3V^T 2, OOOrpm, 5 ^^P^l 
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5 mmm 2 

^^5" HACDg^igi^ 1785. Img lo^lSS - t Fd:^->- 2 -±7 hX^ 
1370. 4ing ^X^/-;U ISml \ZlBMbrz> CO^^K^P-^ U -Xr^T^^l/- 

lOml izn^^ML. IsrHiignbT^Sl/ifc 0. lX(w/w)7}^U t:x;i/7;i/ 
10 n-JWm?^ lOOOml tf^lcaAb. i5'-b'>Si3i^^5 4^1t-^fflViT 8. OOOrpm 

«J^LO/wx-7;i.v3 ><hbfco ^<7)^(D}if^Ji^»J 1 \z%m.tnmz 

^7'5^HA^:;Ht«-?-tl-6n5 4. 3%. 6. 15T^-pfco 

15 

^y^" HAOg^mi^ ISOOmg, 3 - k Ho + ->- 2 —ty hxm 173iDg *5j;t;?L 
gc_y/,j^_;i,^^2^^ («/i:/'Jn-;l/m=50/50 . asTO5^ 

i=^ft 10. 100, 5. 670. 7)Vt! U ?il^lCJ;^;^7;i/5j^+i>;US* 2 

20 6 8. 8 Mmol/g. M^^Xll$3) 2g <J:S^^Dnp^i$'> eml 43<tr/X^y- 

;u 0. 2ini (DU-^mmmz'mmx^ . i-^ nx:\zmm\\yxii\^^tz 5xt>x y-)v^ 

M 0. l«(w/w)/}^U \i-)VT)Vzi-)],im^ 900inl t^^tcaXb, i$'-ti>^>}^^ 
= ^^-^m^'^X 7, OOOrpm irjtf^t 0/WX-7;i/v a > ,h Lito CKDO/WX 

l^Tll3§b, ji'L^^i-W^ffl^^T 2. OOOrpm, ^ j&mo^^X-^^ !7 ntiy'^tJl 
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^m^:^ii:xmmvrz, z.n^nxsm^mz6^WLW:. ^bic^'L^^^^m^. 

3 _t HD^v- 2 -:^7 hx^/^y5"FA^:;ntti^n^'n3 4. 7 %. 

lit. 8 4. 6%T*ofc. 



10 ^SSf !l 4 

^^5=- h* A 1 900mg, 3-kHo:^'>-2-:h7hXg^l 82iDg 43 J;i; 

fL^-^^'J^l-JU^^a^^ (^ifS^^il 3 (ClWl 1. 9g ^^^□□;<i$'> 6inl *5 
J:a^X^y-;i/ 0.2ml (D^l^tiMH^^L, ^Jt) 18*CimBi5LT*5V^fc 5X 

15 W. 900di1 ft'HaAb. iS'-li>ia7}Nt = 7. OOOrpm xmWVXO 

-h Ko=lri>- 2-^7 hX^/^7'^HA^:;i/i:b«-en^*n3 8. 6%> 0. 

20 8 3x$>-orzo ^Lx^KDm^^m^it^^^Mxw^vx^tbTzmxmmt. 

8 8. 9%-e*ofc. 



SI»J5 



25 =75/25 (tM) , a*¥i^5^i^* 10. 700, 6. 100. 7;i';^Uril^ 



lri:^;<3;i/7t^^'>;USft 2 6 5. 3 ^iiiol/g0?L 
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3 8. 3%, 0. 9 2TfeofCc ^LT::cD^^^*^ttiZi^^»T'l^bT5)^ 
mzMXym\%. 8 8. ZXXh-ofz. 

-;i.m=50/50 , fi«¥±5^'f * 1 2. 700, 7. 090, 7;u;^ 

Ur^^tCJ;^:^!;!/^^:^^;!^** 2 0 9. 2 m mol/g, ^D^^^lHii) 1. 8g 
^>?^POp^^> 7. 2inl H?§^L.fc^?SH. 3-hFo^i>-2--:h7hxm 
:f h U '^Ai^ 196nig ^7K 2. 3ml tc?§j!il.^c^?^^JPx.3i^^v:^'l'if-lr?L^bL 

5«T>X h-;i/^W 0. lX(w/w)4^'J t:x;i/7;m-;i^7K?t?s SOOml 't'lcaA 

L, iS'-h'^S^^^rS^I^— ^fflV^T 7, 000rpinT'jtJ4itW/O/WX-7;Uv3 
><!:bfc:o iI®W/0/WXT;i/'>3>^giaT3B#FBmj^UTv^OPp^;57 

>i5cti;x^y-;p^Jft5[^^Vi«7Kffi'4^«t!i^-&, W^S^b^itfc^, 

7 5 iim<D^^^(D%\^-^m\-^XW^\^. is'L^^^-^^^ffl^^T 2. OOOrpm, 5 "jf 

^xn^mm. munmbxm^tLxn^nrzo mMbtz-^y-h-jv^^ 

MX^^LXJ^^Tz-^^ !7ntl-:^-t)V(DnM^^^^t7 9%, -^^^utizf^ 

;i/itfi^n^'n3 2. 8%, o. 9 iT'$>-:3fco ■^bT::(D^3i^*^tt3i^ 
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^mmLX^ibtcMX9J}mt. si. 2%T^o^c. 



mm 1 

5 5T'i^ibtlTz^'^^ ^Utiy'±)H^6 Omg^O. 5 m 1 ©^tS:Jg ( 0 . 25 
mg(D:?!3;i/7j^=lrv^^;Uii;i'0-X, 0. 5mg©:^'J V;l/^-h 8 0, 2 5 

1 \Z7t:T, 





1 B 


lii 


2® 


3 jM 


4ji 


mm I 


7 3% 


3 0% 


1 1 % 


6% 


6% 


mm 2 


8 5% 


3 7 % 


9% 


1 % 




mm 3 


7 0% 


3 1% 


14% 


9% 




mm 4 


7 7 % 


2 9 % 


1 1 % 


10% 


6% 


mm 5 


8 1 % 


4 4% 


2 5% 


17% 


13% 



20 

cDitl^licl: O^t'jO, 3 - k Ho:^->- 2 -:^7 hxmmil-^tit^h^iioi)^^ 

25 0> ?L^-:y>jD-;wm*S^^*^JP;l/c3#/0^e>fj:^v<i:7D:^3 7*-fe;i/Tli. 
2 # O ^ >i>i ^> fj: ^ T -r □ 7. 7 X 7 ?> ^ H A M ttH4 T'ci: ^ ^ 
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S-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-CjHs (RT, ^y°^ H B <h 
IB§|ET^. Stffl^D°pia) (D^l^iKQ. 8g ^ 0. Sml OM^yK^zmMLTz^^^. DL- 
?LM-&#: (S*¥i^:53'^S 36. 000, ic^i^:^^* 18.000, ^^JKt^l^ic 
J:^*;i'3l^^v;i/S* 70. 4 u mol/g) 3. 08g 43j;t)^'3 - fc K v- 2 -::h7 

Kx^ Q.ng^-y^nn^i^y M *5<fctKx^ y-;i/ 0. 3mi 

fc. ^^<:liTC:(DW/OXT;i/'>H ^fe 15*CmitnbT:feVifc o. a (w/w) 
;J^'J t*XJUT;Un-;L' (EG-40. B*^fi)c{b^iS) tKJ^^^ 800ml "ftiaAb, iS^ 
-t:>S7}NtS^1t-^fflliT 7, OOOrpm Tjt^LW/O/WXTJl'va ><i: 

ctC/xd7y-;U^J¥»^^L«n7Kffi4^«t5[$-ti:. tftffi^S'fb$-&fcm, 75 
in0@l3^«7)ISVi^ffl(/iTl$3ab, (05PR-22, BiZlMf^Rf) 

^fflV^T 2. OOOrpm. 5 ^J-PsKD^^TT-f ^ D;^y-fe;U^»$-ti:TJiftL.yc:« 

Um\tm. T<^o;^7'-ti;l'4^cD^y5'HB^fi«21.3%, S-tKo^l^v- 
2-:h7hX^^»t^ 2. 965KT^ofCc ^bTCmbt^ll^^SSttji^^fi 
-C^LT*i6fcitAy^$(i, ^7°5^FBtc43ViT 106. 6^, 3-t:FD+->-2 
-i-7 hX^fC^oV^T 98. 6%X'$>'DtZo 
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^^5^ }^B0mm^ \. 2g ^ 1. 2inl (DM^Ti^izmMLTzm^^. DL-?LMS-& 

w (am^i^^^'FS 25, 200, ^^i^^^mn.m. ^^)Vit^mmz^^t))v 

62.5 u Diol/g) 4. 62g :feJ:t/3-t:HP^v-2-::h7hX^ 
5 0. 18g^>^ii7DP/^>7. 5ml ^Scfcl/X^J'y-jl.O. 45inl (D?gW«iST-^^L 

\i-)VT)Vn-)V (EG-40. B^^fi^^k^i!) 7X^?^ nOOml ^IcaAb. ^- 
b*>S*^:5^-y— ^ffi^'^T 7. GOOrpm T'jti^bW/O/WXTjPva >i: L 
10 fco :1(7)W/0/WXT;Uv3 ><£:gtaT 3 PtrBlJti^iLTv'i^ □ O >^3j; 

m 0@Pi^(D|il/i^fflViTlSiab, (05PR-22, Bi»m) 

$:fflliT 2.000rpiii, 5 ^Fb^C7)#^^TT^ ^ p:^? ■/-fe;i/^»$-ti:TJiSLrc. 

^S5[L, T>x h-;i/ 0. 3g ^miahxmm\^tim^^^^'^i'X^Mthx%^ 

- 2 -:^7 hX^{l43t/iT 102. 2%X*$>oTco 



25 28. 800, 14. 500, ^^;Kl:^»?*l3=}:^*>'l'4^=^v;US» 78. 1 
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3 -fc Hn + v- 2 -i-y hX^{c43ViT9 2. 7!«T$)-:>fe. 
lt^«^J 1 

^y^^HBOg^^:^ 1. 2g^ 1. 2inl (DM^y^lzmMbfcm^^. Mt^M9 tm 
D DL-?L^a^#: 4. 8g ^ □ □ ^ 5^ > 7. Sml T?g^Lfc^?i^i:^g'g-LT4^^ 

(EG-40, B 7KMl200inl tflcSAL, ^-\i>mt^=e^^D- 

7. ooorpiD-ew/o/wx-7;Pi>3 ><hb;^c. OTIIMfys ilBlliH 

T3^fe^T-i'^o;^>y-fe;KDKaiPiw« 53. ex, •7-ri^o;t}7'-ti;u4'o^7° 

J6fc^y5^HB(DitA$« 60. 6«TfeoT> ^mm9\Zit^X\t^-^^\zm\ 
tJ£oT3-t:Ho^->2-:J-7h xMO^JP J; D ^ 7^5^ K B Aj^i^7&^*± 

mmm i o 

\^B<D^m^ 1. OOg 2r 1. OOml (D^g7K{C^^bfcJg^^, DL-?LM 
(a»TO^^» 49. 500, |!c¥1^5^^» 17. 500, ^^;Wb^fife{IctS:^J 
;1^7}^4^'>;US»45. 9 M mol/g) 3.85g*5«i:tX3-t FD^i/-2--^-7 hxM 
0. 15g ^vi^DD^i$'> 7. 5inl i6^nx^y-)V 0. 4inl (D^gW«^iT'^^b 
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UTO. n (w/w)7i^U \i~)l7)Vn-)l7mn(Dmm^ lOOOml. •7>- h-;KO 
0. 257g <!:Lfc]^JinH«f!l8tc:fB«^<J:[^^tCbTT-f ^D;iJ7°-t;U 

KD=!rv- 2 --^7 KXi^lC^SliT 90. 

mmm 1 1 
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